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H3o6peTeHMe othochtch k MeflMijMHe, b 

MaCTHOCTM K neHeHMK) OHKO/lOrMMeCKMX 

3a6oneBaHMM, m MoweT 6biTb Mcno/ibaoBaHO npM 
jieneHMM onyxonew paanwMHoro reHesa. Cnoco6 
BKnioHaeT BBeflemie 

4-[N-(2-(MMMfla30Ji-4-i4n)3TM/i)Kap6aMOMn]Macnji 

HOW KMCnOTbl B 3(pCpeKTMBHOM KOJWMeCTBe. 

npeAnoMTMTenbHo BBefleHwe npenapaia 
eweAHeBHo nepopanbHo b A03e 0,5-5,0 uir/Kr b 



co4eTaHMM c XMMMOTepanweM He Menee 15 flHePt. 

A^fl nOBWLUeHMfl 3<pCpeKTMBHOCTM 

MMMyHOTepanuM onyxonePi npenapaT bboaht 
coBMecTHO c MHTepcpepoHOM, Cnoco6 no3BojweT 
npoBOflirrb acptpeKTHBHyw HeLjMTOTOKcwHecKyio 
repanwo oHKojiorwHecKnx 3a6ofieBaHMM, b 

MaCTHOCTM MeJiaHOMbl, H KOppeKtlMW 

reMaTonorviMecKOM tokcmmhoctm 
XHMMonpenaparoB, CTa6urtH3npoBaTb pocr 
onyxojiw. 2 c. m 6 3.n. cp-nw, 22 Ta6/i. 
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(57) Abstract: 

FIELD: medicine, oncology. SUBSTANCE: 
invention relates to treatment of 
oncological diseases and can be used in 
treatment of tumors of different genesis. 
Method involves administration of 
4-N-[2-(imidazol-4-yl)ethyl]carbamoyl-butyric 
acid in effective dose. Preferably the every 
day oral administration of preparation in 
the dose 0.5-5.0 mg/kg in combination with 
chemotherapy for 15 days, not less. For 



enhancement of effectiveness of 
immunotherapy of tumors preparation is 
administrated in combination with 
interferon. Method allows carrying out the 
effective non-cytotoxic therapy of 
oncological diseases, in part melanoma, and 
correction of hematological toxicity of 
chemopreparations and to stabilize growth of 
tumor. EFFECT: improved induction method, 
valuable medicinal properties of 
preparation. 8 cl, 22 tbl, 8 ex 



Ta6/ini4bi 

OopMyna ii3o6peTeHna: 

1. CnOC06 MHflyKLiUM AMCpO>epeHMWpOBKM 

KneTOK y MjieKonwTaioLUVix, b tom nwcne 
HenoseKa, BKntonawmutt BBefleHHe 

4-{N-(2-(MMnna30Ji-4-nn)3Tkn)Kap6aMOM^] 

MaCJlHHOM KMCnOTbl B 3(pCpeKTWBHOM KO/IMWeCTBe. 

2. Cnoco6 no n.1, b kotopom 
4-[N-(2-(MMMAa30Ji-4-nn)3Twn)Kap6aMomi] 
MacnflHyjo wtcnoTy bboaat eweAHeBHO 
nepopanbHO b A03e 0,5-5,0 Mr/Kr. 

3. Cnoco6 no nw6oMy na nn.1 m 2, b 
kotopom 

4-[N-(2-(MMMAa3o/i-4-nn)3TWi)Kap6aMOMJi] 
Macn^Hyio KMcnoTy bboaht b coseTaHMM c 
KypcoM XMMwoTepanviM. 

4. Cnoco6 no nw6oMy W3 nn.1-3, b kotopom 
Ann cra6wivi3aL|MH pocxa anoKanecTBeHHbix 
onyxo/iew 

4-[N-(2-(nMMAa30/i-4-nn)3TMn)Kap6aMonn] 
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15 



Macnsmyio KwenoTy bboaat He MeHee 15 AHefi. 

5. CnocoS no nw6oMy W3 nn.1-4, b kotopom 

AJ13 nOBblUiOHMfl 3<p<peKTMBHOCTH 

MMMyHOTepanwM sjioKanecrBeH Hbix onyxonefi 
4-[N-{2-(MMHAa30/i-4-nn)3TMJi)Kap6aMOnn] 
MacnflHyK) KvtcnoTy bboaht cosMecTHo c 
MHTepcpepoHOM. 

6. Cnoco6 no nro6oMy us nn.4 m 5, b 
kotopom snoKaHecTBeHHaa onyxonb HB/iaeTca 
MenaHOMofi. 

7. Cnoco6 no r«o6oMy M3 nn.1-3, a kotopom 
AJia cHWKeHW* reMaTojiomnecKOM tokcwhhocth 
4-[N-(2-(MMMAa3on-4-nn)3Tnn)Kap6aMonn] 
MacwiHyfo KMcnoTy bboa*t 3a 5 AHefi ao Havana 
Kypca XMMHOTepanMM m BnnoTb ao ero 

OKOHHaHMfl. 

8. (IpHMeHeHMe 
4-[N-(2-<MMviAa3on)-4-mi)3TMn)Kap6aMOMJi) 
MacnflHoii kuchotw una MHAyKunn 
AMcpcpepeHi^MpoBKM KneTOK y MneKontrraioiAMX. 



25 



30 



35 



45 



50 



60 



OnMcaH^e 

M306peTeHKe OTHOCHTCH K MQ RHHHHQ Vl, B ^aCTHOCTM, K 

jie^eHMio OHKOJiorw^ecKHX 3a6ojieBaHHM w mo^cst 6htb ncnojibsoBaHO 
npn jie^eHMM onyxojiew pa3Jiw^Horo reHe3a. 

M3o6peTeHKe othochtca k cnocoSy MHflyKUHH 

,riH$$epeHUMpoBKM KneTOK c npMMeHeHneM 4- [N- (2- (MMM^a30Ji-4- 
mji) 3thji) KapSaMOPin] MaansHoft KHCJiOTbi (flMKapSaMMHa®) b Ka^ecTBe 
areHTa HHjaym-tpyromero ,m<i$$epeHunpoBKy KJieTOK, h, b 

^acTHOCTM, k ero ncnoJibSOBaHmo b npoTMBoonyxojieBOH 
HeunTOTOKcu^ecKOM TepanwM. 

M3BeCTHO, HTO OTCyTCTBMe CnOC06HOCTM K flH^^epeHUMpOBKe 

y SoJibiuew HacTM onyxcmeBbix KJieTOK npnBOjn*T k 6e3yEep>KH0My 
pocTy onyxojiM. 

riOSTOMy. OflHMM M3 HOBUX nOflXOflOB K npoTMBOonyxojieBOH 
HeUMTOTOKCMqeCKOM TepanMH ^ HBJIHeTCH nOHCK CpeflCTB KaK 

cneuM^ecKow, TaK w Hecnequ^ecKOM HHEyKwn 

AM^$epeHU>ipOBKIl KJieTOK. 

UOJl HH^yKUMeM flM$4iepeHUMpOBKH KJieTOK riOHHMaiOT 

cnoco6HocTb pasjiM^Hbix Bemecr-B BoccTaHaBJiMBaTb (mjim 
3anycKaTb) yTpaneHHbie hjih CHuaceHHbie b pe3yjibTaTe pasjin^Hbix 
npMMMH ^yHKMMM: npoxoKjaeHMe xneTKOM HOpMaJibHoro KJieTo^Horo 

UMKJia, CMHTe3 SMOJIOrMtjeCKM aKTMBHblX »343HeHHO BaXHblX BemecTB 



b Heft h T.n. 

BemecTBa mjim coeawHeHwi, MexaHM3M aewcTBHH KOTopux He 

CBH33.H C OJ4HOit KOHKpeTHOH $yHKUMeM KJieTKH H KOTOpbie MOryT 

Bbi3hiBaTb ee fln$$epeHUKpoBKy no HecKOJib kmm napaMeTpaM, mojkho 

OTHeCTH K HecneUM$M^eCKKM MHflyKTOpaM flH$$epeHUMpOBKM . 

M3BecTHbi cnocoSu wHflyKuw/i EM$$epeHUMpoBKn onyxojreBHx 
KJieTOK nyTeM BBe^eHMH peTHHOKaoB mjih a-2-nHTep$epoHa [Cancer 
Res., 40, 3345-3350, 1980]. 

B Ka^ecTBe cpejjCTBa npojjJieHfcw peMMccMM nocjie 
MH^yKUMOHHOM MjiM nocTpeMMCcttOHHoft Tepanrot ocTporo 
npoMwejiouMTapHoro jienK03a ncnojib3yeTCH MH^yKTOp 

^M^epeHUHpoBKM KJieTOK nojiHTpaHcpeTKHoeBan Kj/rcjioTa (FITPK) . 

flH^$epeHUMpOBKa KJieTOK nO« B03fleftCTBMeM npOM3BO/4HBIX 

peTHHoeBOM KMCJtOTbi BejaeT k CTabmiMsauPoi pocTa onyxojieBbix 
KJieTOK [CnpaBO^HHK npaKTH^ecKOW xHMMOTepanwH onyxojie£i//pejj, . 
A. M. TapKH, A. B. Xjie6HOB, M. , 1995 r.; CaB^eHKO B.T., 
napoBOTHMKOBa E.H.//HoBhie nojj.xo/jjbi b TepanMM ocTpux 
jieHK030B.-B kh. : KjiMHM^ecKaH oHKoreMBTOJiorMH (rto/J, pejj,aKUMeii 
M . A . Bojikobom) . -MocKBa.-MeanuMHa. -2001r. -rji. 15 . -CTp » 208-213; 
A6ejieB r . M. //flw^epeHuwpoBKa m onyxojieBbiM ^eHOTwn b kjieTKax 

JieMK030B W JTHM$OM.-B KH. : KjlMHMMeCKa^ OHKOTeMaTOJIOrHH {nojj, 

pejj,. M. A.Bojikobom) . -MocKBa . -MejanuwHa . -2001 . -rji . 11 . -CTp. 11 6- 
123]. 

Mcnojib30BaHMe npenapaTOB a-MHTep$epoHa npw jieHeHww 
MejiaHOMbi b KanecTBe cpejjCTBa MMMyHOTepanMH Taioice CBH3aH0 c 



MH^yxuLneM W$$epeHUMpoBKM onyxoneBbix KJieTOK, b kotophx 
noBbmiaeTCfl cnocooHOCTb k anresvm m msh^gtch aHTwreHHtiw 
npo$HJib. npoBefleHMe MHTep$epoHOTepannM Bbi3biBaeT CHM^ceHMe 
nporpeccMM onyxoneBoro pocTa, a TaKace npe^ynpe^aeT pa3BHTne 

M CKOpOCTb MeTaCTaSHpOBaHMfl [CnpaBOHHMK npaKTHHeCKOM 

xMMMOTepanMM onyxojieH//pea. A. M. TapMH, A. B. Xjie5HOB, M., 
1995 r.; Kajtarwn3e 3.T. // L|mtokmhhi m mx Hcnojib30BaHne b 
OHKOJiorwM.- Int. J. of Immunorehabilitation . - 1997-N*6.- 
p. 47-56; Atzpodien J., Kirchner H. // Cancer, cytokines, and 
cytotoxic cells: interleukin-2 in the immunotherapy of human 
neoplasms. - Klin. Wochenschr.- 1990.- v. 68.- p. 1-7]. 

B nocJie^HMe row bouijih b KJiMHM^ecKyio npaKTHKy 
npenapaTbi, Bbi3biBaK>m^e w$$epeHn>ipoBKy KpoBeTBopHbix KJieTOK, 
noBpeacneHHbix b " pe3yjibTaTe UMTOTOKCM^ecKOM xnMMOTepannn. 3th 
npenapaTbi npeflCTaBJifl&T coSom pa3Jin^Hbie uhtokmhej, nojiy^eHHbie 
M3 kocthoto Mosra, TaKMe ksk reMaToropMOHbi: rpaHyjiou.HTapHbrii 
KOJioHHecTMMyjiHpyjomHM $aKTop, rpaHyjiouMTapHo-MaKpo$arajibHbEw 
KOJioHMecTMMyjiMpyBDmuM $aKTop w ap. Hx npuMeHeHwe npM jie^eHMH 
pa3JiM^HHx onyxoneft ^ejioBeKa' npHBonHT k ycKopeHuro co3peBaHM« 
KJieTOK KOCTHoro M03ra n npe.aynpe>K,aaeT reMaTOJioriraecKHH 
UMTOTOKCM^ecKMH 3$$eKT xwMMonpenapaTOB [BejioycoBa A.E. // 
MojieKyjinpHO-GMOJiorM^ecKMe noaxosbi k TepanMM onyxojien.-M.-Hnu 
«MeABMoCneKTp» . -BMHMTM. -1993 r. -CTp.180; BapdiojioMeeBa CP., 
flo6peHbKOB A.B., THMaKOB A.M. n coaBT. // OnbiT npMMeHeHMH 
KOJiOHMecTHMyjiPipyiomMX $aKTopoB (T-KCO m TM-KCO) y neTew c 



reMaTOOHKOJiorM^ecKMMM 3aSojieBaHM«MM . -Pocchmckmm 

oHKOJiorw^ecKHM acypHan. -1998 r.-N* 2 . -CTp. 50-53 ; Crawford J., 
Ozer H., Stoller R. et al. // Phase II of clinical 
investigation of GM-CSF by the patients of SCLC with the 
dose-intensive chemotherapy . -The New England Journal of 
Medicine. -1991. -v. 325. -NO.- p. 164-170] . 

TaKHM 06pa30M, HHflVKUH* flH^epeHUMpOBKM onyxoJieBbix 
KJieTOK HBJIfleTCH OXtHMM H3 Be^VlUMX MeXdHM3MOB CTa6MJIH3aU,PtM 

pocTa HOBOo6pa30BaHMM, noBuuieHwa 3$$eKTa nMMVHOTepanwvi h 
KoppeKUHM reMaTOJiorw^ecKow: tokcm^hoctm XKMHonpenapaTOB . 

ABTopaMM HacTonmero H3o6peTeHMH 6bino oSHapyaceHO, ^to 4- 

(N- (2- (KMMfla30JI-4-HJl) 3TMJI) Kap6aMOMJl] MaCJlflHafl KMCJIOTa 

{fiMKap6aMMH®) onMcaHHbiM b MeacayHapoflHon 3a«BKe 

PCT/RU98/00215, oOjiaflaromMM aHTMOKCHjjaHTHbiM, 

aHTMaCTMaTPraeCKMM, aHTMrMnOKCH^eCKMM, npOTHBOBOCnBJII'ITejIbHfclM, 

npoTMBOBMpycHbiM, aHTM6aKTepnajifc>HbiM, jiMnHflperyjinpyroiUHM, 
aHTMMeTacTaTMyecKMM, a TaioKe jjpyrnMH Bw^aMM 

TepaneBTMHeCKOrO fleHCTBMH,_ HBJIfleTCH MOHlHblM HHJJVKTOpOM 

w$$epeHUMpoBKM KJieTOK m MoaceT ObiTb McnojibsoBaH b KanecTBe 
areHTa ot« hsumtotokchmsckom Tepanmi oHKOJiorM^ecKMx 
saOoJieBaHHH, b ^acTHOCTM, MeJiaHOMbi, a TaioKe b Ka^ecTBe 
reMaTOKoppernpyiomero areHTa. 

HacTOHinee wsoSpeTeHfcre othochtch k cnoco6y nHjj,yKu>iH 
Aw^epeHitf'ipoBKM KJieTOK, BKJiJoyaioiueMy BBefleHMe. b Ka^ecTBe 
aKTHBHoro areHTa 3$$eKTMBHoro KOJiwnecTBa 4- [N- (2- (nMHjj.a30Ji- 



4-HJl) 3TMJ1) Kap6aM0KJl] MaCJTHHOM KHCJIOTU (flMKap6aMMHa®) . 

B npe^no^TMTejibHOM BapnaHTe w3o6peTeHMH aKTMBHoe 
coecMHeHHe bbo^ht b ao3e 0,5-5,0 mv/kt Beca Tejia. 

B apyroM npecnoyTMTejibHOM BapnaHTe H3o6peTeHMfl 
flmcapSaMMH bbo^t b coyeTaHMH c XMMH0TepanneM . 

npe^no^TMTejibHUM BapnaHTOM M3oGpeTeHM« Taicace flBJiaeTcs 

CnOCOO MH^yKUMM flH^^epeHU^pOBKM KJieTOK B KOTOpOM XJIH 

CTa6MJiM3au>iM pocTa sjioKa^ecTBeHHbix onyxojietf, b HacTHoc™ 
MejiaHOMH flKKapOaMMH bbojjst b fl03e 0,5-5,0 mv/kt Beca Tejia 
b TeneHwe He weHee 15 jjHeii npn MCMepnaHHbix B03MoatHOCTflx 
xiiMMOTepanMii. 

BBeaeHMe flMKapbaMMHa coBMecTHo co cpeacTBOM 
MMwyHOT ep anKM MHTep^epOHOM npHBOjjHT k noBtmieHKio ero 
3$$eKTMBHOCTW b OTHOineHUM KJieTOK 3JiOKaHecTBeHHHX onyxojieft, B 

^aCTHOCTM MejiaHOMH. 

Eme ojihkm npejjno^TMTejibHbiM BapnaHTOM ocymecTBjieHWH 
HacTonmero K3o6peTeHMfl HBJineTCH cnoco6 MHflyKUMM 

flM$$epeHUMpOBKM KJieTOK , B KOTOpOM flJIfl nOBSIUieHMfl 

3$$eKTMBHOCTM MMMyHOTepanHH' MeJiaHOMbI, flHKapGaMHH BBOflflT B 

jj,03e 0,5-5,0 ut/kv Beca Tejia b Teqenwe He MeHee 15 jj,He£i 
coBMecTHo c BBefleHweM KHTep$epoHa. 

npej^noMTMTejibHbiM BapnaHTOM HacTonmero MsoOpeTeHUH TaioKe 

HBJTHeTCH CnOCOO HHJJ.yKIJ,HK[ ,aH$$epeHUKpOBKM KJieTOK, 3 KOTOpOM 

jxnfl CHu^ceHM^ reMaTOJiorM^ecKow tokcmhhocth fluKapSaMMH bbojjht 
b no3e 0,5-5,0 mv/kv Beca Tejia 3a 5 jjHen jj,o Haqajia Kypca 



XHMKOTepanHM, bo BpeMH npoBeceHMH xMMMOTepanwn m b nepnoa 
Meamy KypcaMM BanoTb no cjieayiomero Kypca uhtotokcmhsckom 
TepanMH. 

Ranee npe^CTaBJieHbi npHMepu, MJiJiKDCTpHpyjouy^e 

npe^no^TMTejibHHe BapnaHThi BonjioujeHHH M3oCpeTeHHj? . 

FlpMMep 1 . AKTHBHOCTb flJ4Kap6aMWHa B OTHODieHHM 

JlH^^iepeHUHpOBKM KJISTOK MeJiaHOMH M~ 6 - 

Mccjie^oBaHHe npoBo«njin Ha OecTMMycHbix (nude) M&nnax- 
cawKax jtmhmm Balb/C 10-12 He^eJibHoro B03pacTa, BecoM 20-22 
rpaMMa (pa3BejjeH*ie POHU mm. H.H. EjioxHHa PAMH) . Ejia 
TpaHcnjiaHTauHM 6ecTHMycHbiM MbmiaM Obui b3ht uit3mm MeJiaHOMH 
^ejioBeica M-6, paHee nojiytjeHHHM H3 nepBM^Horo KJiMHWHecKoro 
MaTepnajia. Onyxojib jj.e3HHTerpnpoBajii<i pacTBopoM BepceHa c 
npioKHSHeHHOM oKpacKOM TpunaHOBbiM chhmm m nepeBMBajiw MHUJaM 
nop, Koacy no 1,6 mjih KrreTOK Ha Mbinib . 

fluxapdaMMH bbocmjim MbnuaM exceflHeBHo b fl03e 1,0 mv/kv b 
acejiyaoic c noMombD MeTajuiM^ecKoro 30Hjga, HawHan 3a 4 nun no 
nepeBMBKM onyxojin, m 3aTew b Te^eHne 10-11 flHew (icypc 
BBefleHMH - flo 15 flHeft) . *Iepe3 12, 24 m 48 ^acoB nocjie 
nocjieflHero BBejxeHH* npenapaTa MHnieft 3a6nBajin 3$npHHM 

HapK030M. 

B onbiTe Mcnojib30BajiH 4 rpynnbi Mumeft: 
• 1 rpynna - KOHTpojibHan, 6e3 B03fleHCTBMfl flMKapbaMMHa . 
Mbmiew 3a6HBajin b cpOKH, napamieJibHO rpynnaM, nojiynaBiiiMM 
fluxapSaMMH » 



• 2 rpynna - bboahjih fli*Kap6aMHH m 3a6wBajiH Muuiefi nepe3 12 
^acoB nocjie OKOH^aHMH ero BBeaeHH*. 

• 3 rpynna - bbojihjim flHKapOaMMH m 3a6MBajiM Mmnew ^epe3 24 
waca nocjie OKOH^aHun ero bbqjxqhmr . 

• 4 rpynna - bbowjih AwKap6aMHH h 3a6nBajtH MHUjeft ^epe3 48 
yacoB nocjie OKOH^aHHa ero BBejjeHH*. 

fljia KOHTpojifl aa cTeneHbBo w$$epeHuwpoBKH m npojiM^epauMM 
MejiaHOMbi M-6 b rpynnax kohtpojibhux ^chbothhx m b rpynnax c 
HHKapSaMKHOM onpe,ixejT^jTM 4 Mop^ojiorntiecKHX noKa3aTejiH, TaKMe, 
KaK wcno KJieTOK c nnrMeHTOM m qnc.no KJieTOK c npn3HaKaMn 
anonT03a (cnocoOHOCTb k w$$epeHUMpoBKe) , tocjio mmtosob 
(npojin$epaTMBHa« aKTHBHOCTb) k rniomajjb HeKpo3a. 3th 
noKa3aTejiw onpeflejiHJiw b xiMHaMMKe h coothocmjih k oGmew 
Mop$ojiorn^ecKO& KapTHHe onyxojieBoro pocTa, KaK MHTerpajibHOMy 
np^3HaKy. C stow uenbio y MumeM 3a6npajin onyxojib, noMemajiw b 
4>opManMH h npoBo,zjMJiM rucTOJioriraecKyK) o6pa6oTKy jxtlr CBeTOBow 
MMKpocKonww. noJiy^eHHbie aaHHbie npeacTaBJieHbi b Taojiwue 1. 



TaOjiMua 1. Mop$ojiorw^ecKpie noKa3aTejw MejiaHOMbi M-6 (cBeTOBan 

MHKpOCKOnKH) 



noKa3aTejiH 
(B %) 


BpeMH, nponiefliiiee c MOMeHTa 
OTMeHbi flMKapSaMMHa 






12 ^acoB 


24 Haca 


4 8 nacoB 


rijioma^b 


KOHTpOJTb 


1-2 


2-3 


3-5 



Heicpo3a 


nOCJie BBefl6HK« 

^MKapSaMMHa 


6-7 


7-9 


O X U 


MHT03BI 


KOHTpOJIfa 


3-5 


3-5 


3-5 


nocjie BBeaeHWH 
flMKap6aMMHa 


3-5 


0 0 


3-5 


AnonT03 


KOHTpOJlb 


0,1-0,2 


0,1-0,2 


0,1-0,2 


nocjie BBeaeHMH 
,E[MKap6aMMHa 


0,1-0,2 


0,2-0,3 


0,2-0,3 


KneTKPi c 

IlMrMGHTOM 


KOHTpOJlb 


1-2 


1-2 


2-3 


nocjie BBe^eHMH 
flMKapbaMMHa 


2-3 


2-4 


3-5 



npoBeaeHHoe wccjie^oBaHMe no3BojiKjio ycTaHOBMTb, hto 
nepeBMBaeMan SecTKMycHbiM MbmiaM MejiaHOMa nenoBeKa M-6 Ha 9 
cyTKM o6pa3yeT onyxojib, cocroamyio H3 nonHMop^Hbix KJieTOK, 
KOTopbie pacTyT cruiouiHHMW nojiHMw c He3Ha™TejibHbiM pa3BMTneM 
CTpoMbi. B onyxo™ BCTpe^aioTCH HeGojibiune ynacTKM HeKpo3a, 
KOTopbie HecKOJibKo yBejiKWBaBTCfl k 48 ^acaM (go 3-5 % ruiomaw 
cpe3a) no cpaBHeHMK) co cpoxaMM saSoa 12, 24 naca 
(cooTBeTCTBeHHo, 1-2 m 2-3 %) . Bo Bee nepnoflbi pocTa b 
onyxojiM HaOjiKj^aeTCH mhopo mmto30b (3-5 %) . AnonT03 BbipaaceH 
cjiaOo > {CneTKM, cone paeans e nnrMeHT, BCTpe^aBOTcn pe^Ko, mx 
tocjio b Te^eHHe nepBhix cyTOK He npeBbiuiaeT 1-2 % h TOJibKO 
^epe3 48 yacoB pocTa yBejiiwiBaeTC* no 2-3 %. TaKUM o6pasoM, 



MHTeHCMBHocTb MejiaH*iHoreHe3a b stot nepnoa HesHa^MTejibHan . 
riojiy^teHHaH xapaKTepwcTwca no3BOJineT cnenaTb BbiBOfl o tom, mto 
MejiaHOMa M-6 ABjiaeTcn ObicTpo pacTymen onyxojibio, npaKTM^ecKM 
yTpaTMBinen cnoco6HOCTb k jmiiepeHuwpoBKe KaK no cTeneHM 
anonT03a, tsk w, npe^cne Bcero, no ochobhoh <|>yHKuwoHajibHo£i 
cnocodHocTM - MejiaHMHoreHe3y . 

OueHKy bjim^hh^ J^MKapSaMMHa Ha w^epeHUHpoBKy KJieTOK M- 
6 no ocHOBHOMy noKa3aTejno - HHTeHcwBHOCTH MexraHMHoreHe3a 
npoBO^KJiH nyTeM noac^eTa wcxta KJieTOK c MejiaHHHOM b cpe3ax 
onyxojiK. C stom uejib© y Mbniieif saSwpajn* onyxojib, noMemajin b 
rjiyTapajib^erMfl h npoBOWJiM rucTOJionmecKyio o6pa6oTKy jxjir 
3JieKTpoHH0M MMKpocKonMH. B nojiy^ieHHbix cpe3ax pacc^HTbiBajin 
MH^eKC HHTeHCMBHOCTM MejraHMHoreHe3a (MMM) KOTbpbrii oTpaacaeT 
cTeneHb .aH^^epeHixMpoBKM KJieTOK. 

MMM= nic x nM, 

r«e: TIK- kojiotbctbo KJieTOK cojiepacamwx MejiaHocoMbi; 

nM - cpejjHee KOJin^ecTBo MejiaHocoM Ha KJieTKy. 
AHajiM3 MHTeHcuBHOCTM MejiaHMHoreHe3a , npoBe^eHHbiii no 
3TOMy noica3aTejiK>, npe^cTaBJteH b TaGjiiiue 2 . 



TaOnMua 2. CpaBHwrejibHafl MHTeHCMBHOCTb MejiaHMHoreHe3a b 
KJieTKax MejraHOMbi M-6 nocne BBeaeHMH flHKapGaMHHa (sjreKTpoHHan 

MHKpOCKOnMfl) 



noKa3aTejiH 

(a6COJIK)THtie BeJTM^MHbl) 


BpeMH ( npouieauiee c MOMeHTa 
oTMeHbi JjHKapSaMMHa 


12 tiacoB 


24 tjaca 


48 yacoB 


KJieTOK c 

MejiaHocoMaMH 
(Ha 500 

KJieTOK) 


KOHTpOJlb 


135,0 


144,0 


159,0 


Ilocjie 

BBefleHMH 

flMKap6aMMHa 


,175,0 


210,0 


227, 0 


CpejqHee ™cjio 
MejiaHocoM Ha 
KjieTKy 


KOHTpOJlb 


19,0 


21,0 


26,0 


nocjie 

BBe^eHMH 

^MKapOaMHHa 


28,0 


35,0 


42,0 




KOHTpOJlb 


5,1 


6,0 


8,2 


nocjie 

BBetfeHMH 

JlMKapOaMMHa 


9,8 


14,7 


19,0 



* Ha^MHan c 9 cyTOK nocjie nepeBMBKH onyxojiw 



B pe3yjibTaTe ojieKTpoHHO-MHKpocKonH^ecKoro KCCJienoBaHMH 
noKa3aH0, yro no cpaBHeHwio c KOHTpojieM nofl BJiHHHHeM 
XlMKapOaMHHa yBejiM^MBaeTca ™cjio onyxoJieBbix KJieTOK, 



co^ep^amnx msjicihocomli, m ^hcjio MejiaHOcoM Ha o^Hy KJieTKy. 
PlH^eKC MMM yBejiKWBaeTCH no cpoKaM Ha6jiH)fleHH« : nepe3 12 
nacoB - b 1,9 pa3a, qepe3 24 yaca - b 2,4 pa3a m nepe3 48 
^acoB - b 2,3 pa3a. 

TaKMM o6pa30M, nocjie 15-flHeBHoro Kypca bbshshmh 
flMKap6aMMHa yBeJiHWBaeTCH cTeneHb ju^epeHunpoBKM onyxojieBbix 
KJieTOK MejiaHOMti M-6, b cpeflHeM, b 2,2 pa3a, *ito 
noflTBepacaaeTCfl HHTeHCMBHOCTbio MejiaHMHoreHesa (wHjoceKc MMM) , 
yBejiM^eHMeM Mnana KneTOK, co/aep3Kamnx MejiaHocoMti (b 1,3 
pa3a) , m yBeJiH^eHMeM b hmx ^wcjia MejianocoM (b 1,3 pa3a) . 

npHMep 2 . flencTBHe flKKapOaMMHa Ha MejiaHMHCMHTe3MpyBomyio 
^yHKUMBD KJieTOK nepeBMBaeMoi* MejiaHOMbi qejioBeKa M-6. 

MbiuiaM c nepeBMTow nouKoiHo MejiaHOMOM ^ejioBeKa M-6, KaK 
onwcaHO b npHMepe 1, bboahjim flMKap6aMMH eacejmeBHo nepopajibHo 
b Qojnee bbicokom pa30B0M A03e 4,5 ut/kv b Te^eHne 3 Heaejib ot 
MOMeHTa TpaHcnjraHTauMPi onyxojiM. 

3a6oM acMBOTHbix npoi*3Bo;nnjiM ^epes 3 HeaejiH ot MOMeHTa 
TpaHcnjraHTauMM onyxojiM. O&beM onyxojiew k MOMeHTy 3a6oa 
cocTaBJiHji b cpeweM 150 mm 3 , riocxre 3a6oa y MbiuieM 3a6Hpajin 
onyxojib, KOTOpyro ix& 3mht e rpnpo b a jih pacTBOpOM BepceHa n 

BblfleJIHJIM KJieTO^HyK) $paKUMI0, B KOTOpOM npH CBeTOBOM 

MMKpocKonMM b KaMepe TopneBa noacwTbiBajiH ^mcjio KJieTOK c 

FIMPMSHTOM . 

• B pesyjibTaTe npoBe,ueHHbix nccjienoBaHWM noKa3aHo, ^to b 



KOHTpojie cpejmee wcno KjieTOK c MejiaHHHOM cocTaBmio 
39,14 + 8,72, a b onuTe 108, 42±11, 91, T .e. hmcjto 
MejiaHHHCMHTe3npyiDmMx KJieTOK HocTOBepHo yBejiHTOJiocb b 3 pa3a 
(p<0,01). 

TaKMM o0pa3OM, b pe3yjibTaTe npoBejjeHMH cepMM 
SKcnepHMeHTOB c npMweHeHweM ,T[MKap6aMMHa b pa3Htix jjo3ax 6bui 

nOJiy^eH CTaTMCT^eCKM flOCTOBepHbIM 3$$eKT BbipaJKeHHOM MHJiyKUHM 

flM^^epeHuwpoBKM b KJieTKax MejiaHOMti nejiOBeKa M-6 no 
MHTeHCMBHocTM MeJiaHMHoreHe3a . 

J^aHHbie npe^cTaBjieHbi b TaSjiwue 3. 
Ta6jiMua 3. MHTeHCKBHocTb MejiaHWHoreHe3a b KJieTKax MejiaHOMbr 
^ejiOBexa M-6, Bbi3BaHHan aeStCTBweM ^MKapOaMMHa 



HoMep 
onyxojiM 


KOHTpOJlb 


HoMep onyxojiM 


OnHT 


HUCJIO KJieTOK c 
MeJiaHMHOM 


yMCJIO KJieTOK c 
MeJiaHMHOM 


1 


32 


1 


95 


2 


35 


2 ; 


111 


3 


29 


3 


95 


4 


42 


4 


110 


5 


46 


5 


130 


6 


36 


6 


106 


7 


54 


7 


111 


Cpe/jHee 


39, 14 


CpeaHee 


108,42* 


Ct . OTKJT 


8,72 


CT . OTKJT 


11,91 



*p<0,01 

m 

rip^Mep 3. BjiMHHMe flwcap6aMMHa Ha jqwHaMMKy pocTa 
nepeBMBaeMOM MejiaHOMu yejiOBexa M-6 

Mccjie^oBaHMe npoBOflMjiM Ha GecTKMycHbix (nude) MUiiax- 
caMKax jtmhkh Balb/C 10-12 HeaejibHoro B03pacTa BecoM 20-22 
rpaMMa, (pa3Be,aemie POHIJ km. H.H. EjioxHHa PAMH) . JIjir 
TpaHcnjiaHTauwM GecTMMycHbiM MbnnaM 6pa™ uiTaMM MejiaHOMu 
tiejiOBeKa M-6, paHee nojiy^eHHHH H3 nepBM^Horo KJiMHH^ecKoro 
MaTepwajia. 

^MKapSaMMH b pa30Bbix «03ax 1,5 mv/kv m 4,5 mt/kv 
bbojxmjtm eacenHeBHO nepopajibHO b flByx rpynnax MtuueM b Te^eHwe 
3 He^ejib ot MOMeHTa bo3hmkhob6hkh onyxonw (c 15 no 3 6 fleHb 
ot MOMeHTa TpaHcnjiaHTauMw uiTaMMa) . 

M3MepeHMe pa3MepoB onyxonn Sluio npoBeneHO Ha 18, 25, 
33, 39, 46 vl 53 shu ot MOMeHTa TpaHcnjiaHTauMM . OueHKy 
fleticTBMfl ^HKapCaMMHa npoBOjmjiH no WHaMMKe pocTa onyxojin b 
TeneHPie 8 He.ne.nb npn MHoroicpaTHOM h 3Mep e hum oS-beMOB onyxonen 
«V» no $opMyjie: 

V = 7t * L » s * h (mm 3 )"] 
rjae L - njiMHa b mm, s - innpnHa b mm, h - BbicoTa b mm. 
3aTeM butocji^jim cooTHomeHMe oO-beMOB onyxojieM V t /V t -i, Koo?opoe 
Bbipa^cajiM b npoueHTax vl 06pa5aTbiBajiH CTaTMCTM^ecKH no MeTony 
CTbBoaeHTa una pac^eTa nocTOBepHOCTH . nojiy^eHHbie naHHbie 



npeflCTaBneHbi b TaSjiMue 4 . 

Ta6jiMu,a 4 . BjiMHHMe npenapaTa fli-iKapSaMMH Ha pocT MejiaHOMH 



nejiOBeKa M-6 y SecTMMycHhix Mbmieft 



fleHb 
nocne 
nepeBMBK 

M 


KOHTpOJlb 

n=7 


flMKap6aMMH 1,5 Mr/Kr 
n=10 


AnKap6aMMH 4,5 Mr/Kr 
n=10 


M+m* 


M+m 


M+m 


V 


% 


V 


% 


P" 


V 


% 


P 


18 AeHb 


66,2+ 22,8 


100 


21,8+12,8 


100 




91,9+54,4 


100 




25 fleHb 


266,0+ 
69,4 


329,0+ 
88,9 


77,5+46,4 


302,0+ 
186,0 


0,82 


266,0+ 
198,0 


166,0+ 
93,0 


0,015 


33 fleHb 


582,0+ 
127,4 


132,9+ 
57,3 


342,0+ 
142,0 


428,0+ 
313,1 


0,11 


852,0+ 
495,0 


276,0+ 
104,0 


0,011 


39 AeHb 


701,0+ 
123,5 


21,9+12,6 


435,0+ 
187,0 


23,2+22,1 


0,92 


1129,0+ 
600,0 


39,8+ 
27,3 


0,169 


46 AeHb 


778,0+ 
148,4 


10,5+8,1 


662,0+ 
417,0 


23,9+31,0 


0,45 


1354,0+ 
735,0 


19,6+ 
17,5 


0,276 


53 AeHb 


821,0+ 
221,8 


3,8+10,3 


783,0+ 
; 423,t> 


18,6+54,0 


0,43 


1550,0+ 
780,0 


4,2+22,5 


0,538 



*-cpeOTee 3HaneHMe co cpeOTMM OTKJiOHeHHeM, **-pac*ieT 



flocTOBepHocTM npoi*3BO£miCfl TOJibKO rjir AaHHbix npoueHTHoro 
M3M6HeHMH oQ-beMa onyxojiM. 

nojiyHeHHHe aaHHbie noKa3ajrn 3ajiep?KKy MaKCMMajibHoro 
npupocTa onyxoneBOH Maccu Ha 7 nnePi OTHOCMTejibHO kohtpojih. B 
cpaBHeHHH c KOHTpoJibHOM rpynnon Ha 25 «eHb ot MOMeHTa 



TpaHcnjiaHTauwM BbiflBJieHu CTaracTwtiecKH 3HawMbie pa3jrn^M« no 
ckopocth pocTa onyxojin b rpynne Mbmien, nojiy^aBiiiMx flHKap6aMMH 
b pasoBbix ,ao3ax 4,5 Mr/icr, *jto cooTBGTCTByeT lO-jmeBHOMy 
Kypcy BBejieHHH JJnKap6aMMHa m KypcoBOM ao3e 4 5 mv/kv. B stoh 
rpynne cpeflHnn oS^eM onyxojiM y b qjiwmvui c h Ha 166,0±93,0%, 
Tor.ua ksk b KOHTpone stot noKasaTejib cocTaBun 329,0+88,9% 
(p<0,015) . 

npMMep 4 . BjinflHne BnKap6aMMHa b KOM6nHam*K c 
xMMMOTepannew Ha pocT nepeBMBaeMoft MenaHOMH ^ejioBeica M-6, 

TpaHCnJiaHTMpOBaHHOM 6eCTHMyCHbIM MblUiaM. 

MccjietfOBaHHe npoBoamiw no MeTojmice, onwcaHHOM b npwMepe 
3 . flMKapbaMMH bboamjim eaceflHeBHo nepopajibHO b pasoBOH jjose 
4,5 iav/kv b Te^eHPie 3 HeaeJib ot MOMeHTa bo3hmkhob6hmh 
onyxojiw (c 15 no 36 aeHb ot MOMeHTa TpaHcnjiaHTaunn) . B 
rpynnax KOM6wHwpoBaHHoro jie^eHH* npenapaT flwicap6aMMH TaioKe 
BBOflMjiw eacejiHeBHo b pa30B0w ao3e 4,5 mv/kv b Te^eHwe 3 
Hejiejib (15-36 fleHb) b coyeTaHMM c oflHOKpaTHbiM BBefleHweM 
npoTKBoonyxojieBux uHTOCTaTMKOB - ixvic n ji a tmh a b ao3e 6 mt/kv 
b/b (25 xceHb) m apaH03bi b nose 40 Mr/icr b/6 (27 jxeHb) . 
TepanH© unTOCTaTMKaMM Ha^HHajiM npw cpenHeM oO^eMe onyxoneft 
200+62 mm 3 . Ha 18, 25, 33, 39, 46 w 53 nm* ot MOMeHTa 
TpaHcnjiaHTauwM npOBe^eHO M3MepeHne oO^eMOB onyxojien k 
paccHMTaHa BeJin^MHa V t /V t _i f KOTopyra BbipaacajiM b npoueHTax. 
nojiy^eHHHe aaHHtie npejjCTaBJieHbi a TaGjmue 5 . 



Ta5jiMua 5. flMHaMMKa pocTa MejiaHOMu ^ejiOBeica M-6 noa 

fleMCTBMeM KOMOMHMpOBaHHOM XHMHOTepanHM flHKap6aMMHOM H 



npOTMBOOnyXOJieBblMM UHTOCTaTHKaMH 







Tpynna 


CxeMa TepanuM 


M+rn (%) Ha cyTKM nocne nepeBMBKM onyxonn 






flo3a(Mr/Kr) 


CyTKM 












..--I 


Mbiiuew 


pasoBaa/ 


BBefle- 


25 AeHb 


33 AeHb 


39 AeHb 


46 AeHb 


53 AeHb 


























KOHTpO/lb 


4)M3. p-p 
nor nc 


15-36 


329,0+ 
88 9 


132,9+ 


21,9+12,6 


10,5+8,1 


3,8+10,3 






L^wcnnaTH 




95 
to 


413,0+ 
276,0 


177,0+ 
46,0 




21,2+ 
18,7 


18,2+ 
12,7 




H 

ApaH03a 


40 Mr/Kr b/6 


27 


62,0+30,1 






AHKap6aM 

MH 


4,5/94,5 wr/Kr 
per os* 


15-36 


166,0+ 
93,0" 


276,0+ 
104,0 


39,8+27,3 


19,6+ 
17,5 


4,2+22,5 




■•-\ 


AMKap6aM 

HH 


4,5/94,5 Mr/Kr 
per os* 


15-36 


182,0+ 


191,0+ 








• 




UMcnjiaTMH 


■* 6 Mr/Kr b/b 


25 


60,0" 


71,0 


24,5+17,4- 


28,7+9,8 


8,0+30,6 






apaH03a 


40 Mr/Kr b/6 


27 













*-e^ceflHeBHo; **-p<0,05 



M3 npeACTaBJieHHbix aaHHbix cneAyeT, qTO ^MKapSaMMH b 
wcnojib30BaHHOM pe^KMMe BsenenKn 3aflepKMBaeT pocT onyxojiM Ha 
Ha^ajibHux 3Tanax, ^to bhaho no yMeHbuieHmo npwpocTa 



onyxoJieBOK Maccfei Ha .25 cyTKM 166,0+93, 0% b cpaBHeHHM c 
KOHTpojieM, rue npupocT cocTaBMji 329, 0+88, 9%. TaKMM o6pa30M, 
dbuiM Bocnpon3BefleHbi pe3ynbTaTbi no jj,e#CTBi4io npenapaTa 
^HKapSaMMH Ha pocT MejiaHOMbi (cm. npwMep 3) . Ko-M5nHwpoBaHafl 
xMMMOTepanMH npenapaTaMn apaH03a h uncruraTHH b yKasaHHbix 
pe>KHMax 0Ka3ajiacb He3$$eKTMBHa : npHpocT onyxojiM Ha stot 
cpoK 6bui Sojibuie KOHTpoJibHOM BejiMWHbi - 413, 0+276, 0%. 3to 
CBMjjeTejibCTByeT od OTcyrcTBHW yyBCTBMTejibHocTM ncnonb30BaHHoro 
uiTaMMa MejiaHOMbi ^ejioBeica M-6 k jjaHHoft cxeMe XMMMOTepanwM . 
BBe^eHne b cxeMy He3$$eKTHBHoi* xMMMOTepanwM npenapaTa 

JlMKap6aMPlH npMBOWJIO K 3Ha<iMTeJIbHOMy CTaTMCTMMeCKH 

AOCTOBepHOMy (p<0,05) yMeHbiueHKJD npupocTa onyxojreBOM Maccu 
Ha 25 cyTKH Ha 182, 0+60, 0%, ^to flOKasbraaeT ero 3$$eKTMBH0CTb 
npn Mcnojib 30BaHMM b cjiy^ae OTcyTCTBKH 3$$eKTa XMMMOTepanim. 

IIpMMep 5 . fleMCTBPie flMKapdaMUHa Ha npoJiM^epaTMBHyK) 
cnoco6HocTb KJieTOK Ha $OHe BBejaeHMfl nHTep$epoHa . 

M3ynajiH jjeftcTBHe flHKapdaMMHa Ha npojiH^epaTMBHyio 
cnocoOHocTb KJieTOK MejiaHOMbi Ha $oHe BBejieHHH a-nHTep$epoHa 
(MHTpoHa®, MH) Hajjo OTMeTMTb, ^to h caM flmcapdaMHH odJiajjaeT 
cnocoGHocTbio 3aMe/j,jiflTb npojiM$epaTHBHyK) aKTMBHocTb MejiaHOMHbix 

KJieTOK, He MSMeHHH MX BbDKMBaeMOCTM . 

MccjiezioBaHMe npoBcmuin Ha EByx nocTOHHHbix KJieTO^Hbix 
KyjibTypax, pacTymwx b Bwjae mohocjioa b KyjibType tkhhm - Ha 
KjieTKax MbnuMHOM MejiaHOMbi B-16 m KJieTKax MejiaHOMbi ^ejioBeKa M- 



5. WH bbowjim b KOHueHTpauHflx 70-700 ME/mji. npenapaT 
flHKapdaMMH (fl) nepeBcwuiw b MaTOHHHH pacTBop (1000 mkM) , 
CTepwjiM30BajiM nepes ^mjibtpbi c flwaMeTpoM nop 0,22 MMKpoHa, 
aajiee pa3Bonnjiw #o KOHueHTpauHw 0,01 m 1,0 mkM. 

^encTBMe npenapaTOB Ha KJieTKM oueH*tBajin no HaqajibHow 
CKopocTM pasMHOPKeHMH KJieTOK (HCPK). 3tot noKa3aTejib (HCPK) , 

KOTOptlM OSbTCHO Ha3hIBaiOT CKOpOCTbK) pOCTa KOJTOHHM, Onpe^eJTHJlM 

nyieM noflc^eTa KOJiw^ecTBa KJieTOK b mhkpokojiohmhx b nepBbie 
ahm nocjie B03fleMCTBMH b «onbiTHbix» (c npenapaTaMj/i) w 
«KOHTpojibHbix» (6e3 npenapaTOB) tiauiKax, aHajii*3wpyfl b Kaacflow 
K3 hmx no 50 kojiohmm. Ha xaacqyio «TO*jKy» npMxoflnnocb He 
MeHee Tpex yameK neTpw c pacTymKMH kojiohmamm KJieTOK nppf 
^oOaBJieHMM onpeaeJTeHHbix KOHueHTpauwM H3y^aeMbix npenapaTOB. 
CKopocTb pocTa kojiohmm (b %) paccwTbiBajiH no $opMyjie: 
KonnHecTBO KneTOK/KonoHMK) (cpeA.3HaMeHMe) b onbiTHbix nawKax - 1 

: ■ X 1 00% 

KonnnecTBo KneTOK/KonoHWO b KOHTponbHbix naLUKax - 1 

Rjir Ka^cflOH «to^km» b onpejjejieHHbie jjhm 6buin npoBeaeHbi 
noflcneTbi KOJiM^ecTBa KJieTOK no mhkpokojiohmhm . Rjia 

nOBTBep^eHMH OTCyTCTBHfl TOKCK^HOCTM npenapaTOB B BblGpaHHOM 

wana30He KOHueHTpauHM 6bina oueHeHa BtDKHBaeMOCTb KJieTOK 
noane B03HeMCTBHH, KOTopyo onpe^ejiHjiw no cooTHomeHMK) 

KOJTM^eCTBa BbipOCUIPlX KOJTOHHH B «OnHTHHX» M KOHTpOJIbHblX 

^auiKax. Pe3yjibTaTbi 3KcnepMMeHT0B npencTaBJieHbi b TaSjinue 7. 



TaGjiHua 6 . Bjin^HHe ^MKapSaMHHa m a-nHTep$epoHaH.a 

npOJTM$epaTMBHyiO aKTMBHOCTBKJieTOK MejiaHOMH B-16 MHUieil w 

MejraHOMH M-5 ^ejiOBeica 



npenapa 

T 


KoHuen- 
TpauM* 

HH 
ME/mji 


Hana/ibHafl cKopocrb pa3MHO)KeHHfl ktigtok 

(% KTieTOK/KOnOHHK} no OTHOLUBHMK) K KOHTpOHK)) 

Ha cpOK nocne KOHTaicra c npenapataMM 


48 nacoa 


72 waca 


96 MacoB 


Bea A 


A. 0.01 

mkM 


A, 1,0 
MkM 


Be3 A 


A, 0,01 
mkM 
* 


A, 1,0 
mkM 


6e3 A 


A, 0,01 
mkM 


A. 1.0 

mkM 


KoHTpo/ib M-5 


100,0 


84,2 


69,0 


100,0 


73,6 


50,0 


100,0 


70,2 


49,1 


HH 


7,0 


111,3 


79,1 


54,7 


94,8 


49,1 


36,9 


73,0 


46,9 


33,3 


70,0 


53,7 


40,5 


30,7 


51,9 


34,9 


24,5 


48,8 


31,7 


23,9 


KoHTporib B-16 


100,0 


52,9 


44,6 


100,0 


61,0 


43,6 








UH 


70,0 








50,2 




26,1 










700,0 


38,0 


24,9 


21,5 


29,8 


22,0 


16,0 









M3 TaSjIMUbl BHflHO, ^TO B KOHTpOJie C MGJiaHOMOM M~5 HCPK 

coxpaHHjicH Ha ypoBHe 100% b Te^em-ie 96 nacoB. 



B oQpa3uax c KJieTicaMK M-5 npn jaoSaBJieHHM a-MHTep$epOHa 
b KOHueHTpauMM 7,0. ME/mji qepe3 48 ^acoB HCPK yBejiKHKBajica 
no 111,3% vl 3aMeflJiHjicH Jimiib qepe3 72 h 96 ^acoB no 94,8 m 
73,0%, cooTBeTCTBeHHo. ripM floCaBJieHMM a-MHTep$epoHa b 
KOHueHTpau^M 70 ME/mji HCPK 3aMejjJiHJic* *iepe3 4 8 ^acoB jjo 
53,7%, ^epe3 72 naca jjo 51,9%, a qepe3 96 ^acoB jjo 48,8%. 
T.e. MaKCMMaJibHbiH MHrMSMpycmMM 3$$eKT a-nHTep$epOHa flocTuraji 
50% HCPK m 6bm nojiy^eH npw ncnojib30BamiH KOHueHTpaujiM 
npenapaTa 70 ME/mji. 

ripw floOaBJieHWK ^MKapOaMMHa b KOHueHTpauHM 0,01 mkM 
HCPK 3aMejj.Ji*JiCH ^epe3 48 nacoB no 82,4%, ^epe3 72 naca no 
73,6%, a ^epe3 96 ^acoB no 70,2%, a nppt flo6aBJieHMM 1,0 mkM 
HCPK saMe^jifljicfl ^epe3 48 ^acoB no 69,0%, ^epes 72 *iaca no 
50,0%. 

TaKMM 06pa30M MaKCMMaJIbHbIM MHrMGHpyHDUlHH 3$$eKT 

^MKap6aMMHa jjocTMran TaioKe 50% HCPK m 6bui nony^eH npn 
KOHqeHTpauHM npenapaTa 1,0 mkM. 

OnuTbi Ha B-16 npM Kcnojib30BaHHK a-i*HTep$epoHa b 
KOHueHTpauMM 70,0 ME/mji HCPK 3aMe/J,JiHJicH ^epe3 72 waca jj,o 
50,0% a npn . noGaBJieHMM flmcapOaMMHa b flByx yKa3aHHbix 
KOHueHTpauwHx HCPK 3aMexuiHjicfl nepes 48 qacoB no 52,9 m 
44,6%, cooTBSTCTBeHHO/ a ^epe3 72 naca jjo 61,0 vt 44,6%, 
cooTBeTCTBeHHo. CymecTBeHHoe cHu^eHHe noKa3aTejin HCPK no 
38,0 m 29,8% nojiy^eHO tojibko npn jjo6aBjieHMM a-HHTeptfcepoHa b 



KOHueHTpauHH 700 ME/mji. 

TaKMM o6pa30M, npoBejjeHHbie sKcnepHMeHTH noKa3aJin, ^to 
npenapaThi a-MHTep$epoH m flKicapQaMMH 3aflep^cMBajEDT pocT kojiohmm 
KJieTOK MejiaHOMbi M-5 m MejiaHOMbi B-16 Ha ypoBHe 40, 0-50, 0%, 
hto. xapaKTepHo jxjw HHjayKTopoB jjj/i$$epeHUJ*poBKM. Eojiee 
BbipaaceHHoe HHrn6npoBaHMe HCPK mo>kho nojiy^KTb tojtbko b cjiyqae 
yBejiMHeHMfl KOHueHTpauMH a-MHTep$epoHa b 100 pa3 . 

CoBMecTHoe /4o6aBJieHne k KJieTKaM M-5 a-MHTep$epoHa b 
KOHueHTpauwM 70,0 ME/mji m flnKap6aMHHa noica3ajio, mto bo Bcex 
CJiy^anx noKa3aTextb HCPK cHicKancH no 30,7-24,0-31, 0% 

COOTBeTCTBeHHO CpOKaM perHCTpaUHM. HaKOOJlbUIMM 3$$eKT 

nojiy^eH Ha MenaHOMe B-16 npw coBMecTHOM npKMe h e hum a- 
MHTep^epoHa b KOHueHTpauMM 700 ME/mji h flmcap6aMHHa b o6enx 
KOHueHTpauM^x: HCPK CHwacajicH yepe3 48 nacoB no 24,9 h 29,8%, 
a nepe3 72 qaca no 22,0 m 16,0%, COOTBeTCTBeHHO. 

TaKMM o6pa30M, flmcapoaMMH, aHajiorM^HO a-wHTep$epoHy, 
3aMecJineT npojiM$epauMio KJieTOK MejiaHOMbi B-16 MHuiew w MejiaHOMbi 
MeJiOBeKa M-5 vl He BJiwneT Ha hx BbDKHBaeMOCTb . HewcTBMe 
flHKapSaMMHa, KaK noKa3aHO b npuBeaeHHbix npuMepax, 

XapaKTepHO flJIH MHJJ,yKTOpOB flH$$epeHUMpOBKM H B KOMGMHaU^IM C 
MSBeCTHbIM MHHyKTOpOM J4H$$epeHUMpOBKM CX,— MHTSp^SpOHOM Ha 

MejiaHOMHbix KJieTKax hocmt aOTHTMBHbiM xapaKTep. 3tot 3*kt 
npMBOflMT k ycKJieHPtio HHrn6MpoBaHMH pocTa onyxoiw w aBJiaeTCH 
noKa3aHweM jjji* noBbnueHM* 3^6ktmbhoctm HMMyHOTepanMM 



MejiaHOM. 



npKMep 6 . Pacnpe^ejieHMe onyxojieB&ix KjieTOK no 4>a3aM 
KjieTO^Horo uMKJia b pa3Hbie cpoKM BBejieHMH flMKap6aMMHa. 

OnbiTH cTaBMJiM Ha nepeBMBaeMOM MejiaHOMe B-16. BjiM^HMe 
npenapaTa ^Kap6aMMH Ha pacnpe^ejieHMe onyxoneBbix KneTOK Gbino 
M3yMeHO no coaepacaHMD flHK Ha pa3HHx cpoKax BBe^eHMH 
npenapaTa. 

C 6-ro jj.hr nocjie nepeBHBKM onyxojiw meghm b Te^eHMe 10 
^Hen nojiy^ajiH no 0,5 mv/kv hk a p 6 aMMH a eaceflHeBHo b aceJiyjjoK. 
3a6oMi jKMBOTHLix c nocjie jjyEoiunM HsyneHweM onyxojieBoro MaTepwaJia 
ocymecTBJiHJiH Ha 10, 12, 16 n 18 rhk nocjie nepeBMBKM, T.e., 
cooTBeTCTBSHHO , Ha 5 m 7 flHM BBefleHMH ftMKapOaMMHa, a Taioice 
qepe3 2 vl 4 bhh nocjie npeKpameHHH ero 10 ^HeBHoro BBefleHMA. 

Pe3yjibTaTu 3KcnepMMeHTa noKasajiw, <jto flMKap6aMHH 
Bbi3biBaeT cymecTBeHHoe yBeJuroeHMe bojim wHTep$a3Hhix onyxojieBfaix 
KjieTOK (IIG 1 ) (-25%) . npn 3tom np*r HeH3MeHHOH none 
npojiw$epMpyiomHX KjieTOK (-30%) , OTMe^aeTCH yBeJiM^eHKe eojih 

IIG 2 -KJieTOK (12-14%) . B COOTBeTCTBHM C 3TMM ROJIH HOpMajIbHblX 
KjieTOK CTpOMH (IG 1 ) B 06pa3UaX KOMTieHCaTOpHO CHfcDKaeTCtf. 

YKasaHHue i*3MeHeHH* HanOonee apKO BbipaaceHbi nocjie 5-10 
BBej^eHHM JlMKapdaMMHa . 

KypcoBoe BBeseHne flMKap6aMMHa Bbi3biBaeT nepecTpofey 
KMHeTKKM nonyjinuwH onyxojieBbix KjieTOK. OTMenaeTCH 3asep>KKa 

KJieTOK B CHHTeTHHeCKOM (S"$a3e) UMKJia C KOMneHCaTOpHbIM 



yMeHbuieHMeM aojih totobbix k nejieuiuo h ^ejifliuMxcH kjictok (G 2 
fcasa) . OflHOBpetieHHo nponcxoroT HaKonjieHMe onyxojieBbix xjieTOK 
b cTauMOHapHow G l $>a3e. 

fluxapOaMHH, CHMafl ypoBeHb npojiM$epaTMBHOM aKTMBHoc™, 
cnoco6cTByeT HaxooneHH© KneTOK b cTaunoHapHoft 
(HenpojiK<£>epKpy£omei4) $a3e KjieTOHHoro unxjia . Oh MoaceT 
3aMeflJTKTb pocT onyxojiK m cnoco6cTBOBaTb nepexoay KJieTOK b 
Bojiee .nw^epeHUPipoBaHHoe cocroflHKe. 

llpMMep 7 . 3$$eKTMBHOCTb J^MKapGaMMHa B OTHOUieHMM 

reMaTOJiorn^ecKOM tokch^hoctm UMKJio$oc$aHa, ero KOM6nHaunM c 
UHcnjiaTWHOM m KapConnaTMHOM. 

TeMaTOKopperMpycmee flewcTBiie ftmcapeaMMHa M3ynajiM Ha 
wbmiax rw6pi<max nepBoro noKOJieHwa Fi (CBA x C57BI) caMuax. 

7 . 1 fljlfl M3y^eHMi3 bjtmhhmh . fluKapCaMMHa Ha 

reMaTOTOKCM^ecKoe aencTBHe unKJio$oc$aHa (U<X>) ncnojib30Bajin 4 
rpynnH acHBOTHbix: 

• 1 rpynna - JJifKapSaMWH 500 ukv/kv eKenHesHo, uamman sa 5 jxnevi 
AO HO, vl b TevieHKe 5 flHen nocjie BBeaeHHH U<t> 200 Mr/nr; .- 

• 2 rpynna - U<X> ojjHOKpaTHO 200 Mr/icr; 

• 3 rpynna - HHTaKTHbrw KOHTpojib; 

• 4 rpynna - flwKapGaMHH 500 mkv/kv eacen.HeBHO b TeneHwe 10 flHew. 
nojiy^eHHbie naHHbie npeacTaBJieHu b TaSjiwue 7 . 

TaOiiMua 7 . OGuiee KOjiH^ecTBO jre^KOUMTOB nepH^epM^ecKOM kpobm 



MbmieH non B03flewcTBKeM uMKJio$oc$aHa h UMKjio$oc$aHa b 



KOMOHHaUMM C flMKapOaMMHOM . 



Tpynna 


06mee KoniiMecTBO JiewKounTOB (Tbic b mm j ) Ha cyTKM 
nocne BBefleHMH UHKnocfjocc^aHa 


3 


5 


7 


10 


13 


17 


21 


1 


2,80± 
0,22 


7,96± 
1,10 


13,38± 
1.54 


11,88+ 
1,92 


13,30± 
1,48 


12,40± 
1,76 


12,90± 
2,60 


2 


1 r 06± 
0,44 


4,38± 
0,77 


10,50± 
3,02 


6,44± 
0,60 


12,20+ 
3,02 


12,20+ 
1,80 


11,86± 
1,32 


3 


16,50±' 
8,20 


16,10± 
3,20 


14,80± 
3,30 


15,80± 
1,90 


14,90+ 
2,70 


16,90± 
4,70 


14,70± 
2,80 


4 


15,70± 
4,30 


15,30+ 
7,80 


17,30± 
5,10 


15,70+ 
3,80 


12,50+ 
3,52 


17,80+ 
4,70 


16,30± 
3,90 



nojiy^eHHbie naHHbie noxa3biBaK)T, <jto npMMeHeHMe flMKapGaMMHa 

B KOMSHHaUMPI C n03B0JI*eT CHH3WTb TeMaTOTOKCM^eCKOe 

flewcTBMe nocjie^Hero h ycKopMTb BoccTaHOBJieHne noKa3aTejie£i 

KpOBH. 

7.2. npw Msynenvm bjtuhhm^ #MKap6aMMHa Ha 
reMaTOTOKCM^ecKoe ■* jieMCTBue KOM6wHauMM c npOMSBo^HbiMH 

njiaTMHbi, ^MKapSaMMH bboamjim MbiuiaM b TKenynoK b le^enmi 20 
AHew e)KexiHeBHO b pasoBOM «03e 500 mkv/kv. U[ktoctstmkm 



BBOflMJiH BHyTpn6pioiiiHHHo oflHOKpaTHO Ha n^Ttie c/tkh ot Ha<jajia 
Kypca BBeaeHMM flwKapGaMMHa . flo3H unTOCTaTMKOB yxasaHu b 
Ta6jiMuax 8 m: 9. 

Pe3yjTbTaTbi KCCneflOBaHMM bjikahu* HnKap6aMMHa Ha flMHaMwcy 
jiewKOUHTOB b nepw<|>epn^ecKow kpobh MHmew, nojiyqaBmwx 
KOM6MHMpoBaHHoe BBejjeHKe U<D c uMcnjiaTHHOM hjik KapdonjiaTHHOM 
npe^CTaBjieHu b TaCjinuax 8 n 9 , cootbgtctb6hho . 
TaGjiwua 8 . BjiH^HMe flmcapOaMMHa Ha reMaTOTOKCM^HOCTb 



m«cjio$oc$aHa b KOMGMHauMM c uwcnjiaTMHOM 



LlMTOCTaTMK 


flo3a 
(Mr/Kr) 


06mee KonnHecTBO JiefiKouMTOB b 
nepncf)epvmecKofi KpoBn (twc b mm 3 ) Ha 
cyTKM nocne BBeaenm umocTaTiiKOB 


CpOKM 

(cyTKn) 






0 


3 


5 


7 


21 




flMKap6aMMH 

140 

LlncnnaTHH 


200 
8 


11,30± 
2,30 


2,32± 
0,49 


6,60± 
0,90 


10,40± 
1.54 


12,30± 
1,56 


8; 16 


140 
LlncnnaTMH 


. 200 
8 


11,30± 
2,30 


1,20± 
0,33 


4,32± 
0,77 


6,24± 
1,15 


10,80± 
1,02 


3; 4; 7 


flnKap6aMMH 

M<t> 
LlncnnaTMH 


100 
4 


11,30± 
2,30 


4,14± 
0,60 


11,40± 

1,10 


14,90± 
1,32 


11,80± 
1,32 


HeT 


140 
LlncnnaTMH 


100 
4 


11,3± 
2,3 


2,65± 
0,66 


4,74± 
0,66 


8,05± 
0,88 


12,0± 
1,4 


HeT 



AnKap6aMHH 
L(iicnjiaTMH 


50 
2 


11,30+ 
2,30 


6,70± 
1,15 


17,00± 
5,17 


14,50± 
2,00 


12,40± 
0,99 


HeT 




50 


11,30± 


4,04+ 


7,62± 


8,72± 


13,10± 


















HeT 


l4ncnnaTMH 


2 


2,30 


0,77 


0,99 


1,15 


1,54 





npeACTaBJieHHbie aaHHbie noKa3biBaioT, hto yace k 5 cyTKaM b 
rpynne Mbnnen, nojiy^aBiiMX uwTOCTaTMKH b MaKCHMajibHbix ao3ax Ha 
$oHe ^HKap5aMHHa , ypoBeHb jienKOUHTOB AOCTMraji mrnnevi rpaHnuu 
$M3WOJIOIWieCKOM HOpMbI, a , k 7 cyTKaM npaKTM^ecKM 
BOCCTaHaBJiMBajicfl flo wcxoflHoro. Be3 flKKapSaMHHa 
BOccTaHOBJieHMe HaSjiro^ajiocb TOJibKO k 21 cyTKaM onbiTa. . y 
Mbniten, nojryHaBinMX uMTOCTaTMKM b waKCHMajibHbix joiosax 6e3 
flMKapSaMMHa, oTMe^eHa rn6ejib Ha 3; 4 m 7 cyTKM sKcnepwMeHTa. 

y 5KHBOTHHX, nOJiyMaBIIlMX UHTOCTaTHKH B MaKCMMaJIb HblX «03ax Ha 

$OHe flHKapGaMMHa, oTMe^ajiacb TOJibKO OTcpo^eHHan mSejib Ha 8 
vl 16 CyTKM. 

TaSjiMua 9 . BjiHHHMe J(HKap6aMMHa Ha reMaTOTOKCM^HOCTb 



UMKjio$oc$aHa b komSmh auwM c KapConjiaTi>iHOM 



L4MTOCTaTMK 


flo3a 

(Mf/Kf) 


06mee KonimecTBO JiefiKoqmoB b 
nepnc})epMMecKoPi KpoBM 
(Tbic b mm 3 ) Ha cyTKM nocne BeefleHMH 

MMTOCTaTMKOB 


CpOKM 

rn6enu 






0 


3 


5 


7 


21 





flnKap6aMMH 
140 

Kap6onnaTMH 


200 
30 


11,50± 
2,80 


3.1 0± 
0,70 


12,80± 
1,37 


15,30± 
1.26 


12,30± 
0,89 


10 


140 

Kap6onnaTMH 


200 
30 


11,30+ 
2,30 


1,1 8± 
0,49 


4,60± 
0,60 


7,54± 
0,77 


12,60+ 
1,28 


3 


flMKap6aMMH 

140 

Kap6onnaTMH 


100 
15 


11,50± 
2,80 


4,04± 
0,44 


10,40± 
1,59 


14.801 
1,76 


11,80± 
1,34 


HeT 


Kap6on/iaTMH 


100 
15 


11,30± 
2,30 | 


2.74± 
0.49 


6,48± 
0,60 


1O.50± 
1,38 


13,20± 
1,50 


HeT 


flMKap6aMMH 

140 

Kap6onnaTMH 


50 
7,5 


11,30+ 
2,30 


6,60± 
0.77 


10,90± 
1,21 


11.20± 
1.20 


10,90+ 
1,28 


HeT 


U0 

Kap6onnaTMH 


50 
7,5 


11,50± 
2,80 


3,94± 
1,04 


8,72± 
1,98 


1O.80± 
2.40 


11,20± 
0,99 


HeT 



npeflCTaBJieHHbie aaHHtie noica3hiBaiOT, hto nppi npwMeHeHUM 
flMKap6aMKHa c Kap6oruiaTHHOM m WKJio$oc$aHOM (TaSjinua 10) 

JlKHaMMKa JieMKOUKTOB B nepH$epMHeCKOtf KpOBM W CpOKM TMCeJIM 
JKMBOTHblX npM npMMeHeHMM JieTaJIJbHHX JX03 UMTOCTaTMKOB 

npaKTHHecKH aHajiorn*iHHMn. 

TaKMM 06pa30M, flHKapOaMHH T0pM03WT pa3BMTMe 

jieMKOUMToneHMH bo Bcex MccjieflOBaHHHx pemiax, ycKop^eT 
BoccTaHOBJieHHe oOmero" KOJiK^ecTBa jishkoumtob w OTOflBwraeT 



cpoK rM6ejiM MtmieK npvt npMMeHeHMH umtoctsthkob b jieTajibHbix 

npMMep '8. 3$$eKTHBHOCTb ^MKapGaMMHa B OTHOUieHMM 

cHM^eHMH reMaTOJiorMwecKow tokcm^hoctm . XMMMOTepanMM npw paKe 

HeMCTBMe flmcapSaMHHa M3y^aiiM y 13 6ojibHbix paKOM 
^MHHMKOB III-IV CT., KOTOpbIM 6bUW npOBeaeHbi 77 KypcoB 
xMMMOTepanMM no cxeMe KapbonjiaTMH 400 Mr/M 2 b/b KanejibHO 
o^HOKpaTHo + UMKjio$oc$aH 600 Mr/M 2 b/b KanejibHO oaHoicpaTHO, 
Kypcbi noBTOpHUM ^epes 28 wen. flMKapSaMMH HaaHawaiiM b jK>3e 
100 Mr BHyTpb nocjie ejibi eaceflHeBHO, Ha^MHan 3a 5 flHew jxo 
nepBoro Kypca m flajibiue b Te^jeHHe 3-x He^ejib . EjiHTejibHocTb 
BBefleHM^ 2 6 flHeii, KypcoBa^ ,1x03a 2600 Mr. 3a 5 jxneui ro 
BToporo Kypca xmmmo t ep anMn CHOBa Ha^MHajiM jjaBaTb flMKap6aMMH 
m nponojiacajiM b Te^eHPie 21 «hh. 06ma* juiMTejibHOCTb npweMa 
^MKapQaMKHa b Te^eHHe 2-x KypcoB XMMMOTepanMM cocTaBMJia 52 

AH*. 

TeMaTOJiorMMecKan TOKCM^HOCTb (jieMKowroneHHH, 

HeMTponeHM^ m TpoMOouMToneHMfl) oueHena y 13 OojibHbix, 
nojiy-qMBUiMX 77 KypcoB xmmmo t ep anwM c flMKapCaMMHOM b cpaBHeHMM 
c rpynnoM M3 7 GojibHbix, nojry^MBiuMx 25-27 KypcoB XMMMOTepanMM 
6ea JjMKapGaMMHa (KOHTpojib) . Il0Ka3aTejiM KpOBeTBOpeHM^ 
oueHMBajiM b flMHaMMKe MHoroKpaTHo flo m nocjie npoBe^eHMH 
XMMMOTepanMM (KOHTponb) m TaioKe b ^MHaMMKe no m nocjie npMeMa 



flMKap6aMWHa b ncnbiTyeMOM rpynne. Httace npeflcraBJieHbi 

noKa3aTejiM KpoBeTBOpeHwa y OTflejibHux GojibHbix, nojryqaBinux 

XMMMOT6pariMJE0 HO yKa33HH0M CXeMe BMeCTe C flMKapOaMMHOM, MJTM 

6e3 Hero. 



8.1 BojibHbie, nojiy^aBUiwe xuMKOTepantro 6e3 #MKap6aMWHa 

JKeHiuMHa, 51 rofl, ,anarH03: paK hm^hmkob, III cTanMH, 
acuMT, noJiy^HJia 1-h Kypc xMMMOTepanMM no cxeMe Jie^eHMH: 

UHKJTO^OC^aH 600 Mr/M 2 M KapOonJtaTKH 400 Mr/M 2 OflHOKpaTHO (Ta6jr.10) 



AHaJlH3 KpOBM KJIMHM^eCKHM, 1 KypC XHMMOTepanHM . 

Ta6jiHua 10 



noKaaarejib, 
pt3MepeHH.q 


flo Havana 
1 Kypca XT 


Hepe3 5 jmew 
nocjie 1 
Kypca XT 


yepe3 2 
HejiejiM 
nocjie 1 
Kypca XT 


*Jepe3 3 

nocjie 1 
Kypca XT 


JleMKOunThi 

ioVji 


4,5 


3,8 


2,2 


2,0 


HeiiTpo$nnbi 
IOVji 


2,9 


2,4 


0,9 


0,8 


TpOMOOUMTfcJ 


168 


160 


154 


150 



BTopow Kypc jie^eHMH OTcpo^eH Ha 7 flHew b cbhsk c 
HeMTponeHnew. 

2-vi Kypc xHMMOTepanMH npoBeaeH no cxeMe jie^eHHH: 
UMKjio$oc$aH 600 Mr/M 2 k KapConjiaTMH 400 Mr/M 2 o^HOKpaTHO 6e3 
flHKap6aMJ4Ha (Ta6jl.ll). 



AHajlH3 KpOBM KJIMHM^eCKMM, 2 KypC XMMMOTepariMM . 



Ta6jnma 1 1 



noKa3aTejib, 

M3MepeHM^ 


2 Kypca XT 


4epe3 5 
mew nocjie 
2 Kypca XT 


<Iepe3 2 

nocjie 2 
Kypca XT 


^epe3 3 

nocjie 2 
Kypca XT 


JleMKOUPtTH 

IOVji 


3,5 


3,3 


2,0 


2,1 


HeMTpo^MJitr 
IOVji 


2,2 


2,0 


0,8 


0,9 


TpOMGOUMTH 


178 


170 


154 


150 



TpeTMM Kypc OTcpo^eH b cbh3w c HewTponeHMew . 
3KeHim*Ha, 63 roaa, warH03: paK hm^hmkob, IY CTajjua, 
MeTacTaTMnecKoe nopaaceHMe npaBoro naxoBoro jiMM$oy3Jia, acuMT 
noJiy^MJia l-# Kypc xmmkot epanMM no cxeMe jie^eHM^: uHKJ3o$oc$aH 
600 Mr/M 2 m KapSonjiaTHH 400 mi»/m 2 oflHOKpaTHO 6es flMKap6aMMHa ( Ta6ji. 12). 



Ah a jim 3 KpOBn 


KJIMHM^eCKMM, 


1 Kypc XMMMOTepanMM. 


Ta6jnma 12 


noKa3aTejib, 
MSMepeHM^ 


JJo Hanajia 
1 Kypca XT 


<Jepe3 5 
flHefi nocjie 
1 Kypca XT 


yepe3 2 

nocjie 1 
Kypca XT 


^epe3 3 

nocjie 1 
Kypca XT 


JlevlKOUMTbl 

IOVji 


5,0 


3,9 


2,1 


2,0 


HeHTpo$mibi 


3,2 


1,7 


0,9 


1,0 



IOVji 










TpOM60UMTbI 


160 


150 


151 


152 



BTOpOM KypC OTCpO^eH Ha 4 flHH B CB«3M C JieMKO- H 

HeMTponeHnew. 

2~h Kypc XMMMOTepanMM npoBejjeH no cxeMe Jie^eHM«: 

UMKJio$oc$aH 600 Mr/M 2 h Kap6onjiaraH 400 miVm 2 oaHOKpaTHo 6e3 
flMKapGaMMHa (Ta6ji.l3). 



AHajiM3 kpobm KJiMHM-qecKidM, 2 Kypc xMMMOTepanMM . Ta6jmua 13 



noKa3aTeji£>, 

M3MepeHMH 


J\o Ha^ajia 
2 Kypca XT 


Mepes 5 . 
nnevL nocjie 
2 Kypca XT 


qepe3 2 
HeAejiH 
nocjie 2 
Kypca XT 


*iepe3 3 
HeaejiM 
nocjie 2 
Kypca XT 


JleMKOUMTEI 

ioVji 


3,7 


2,9 


2,0 


2,2 


HeMTpo^mibi 
10 9 /Ji 


2,2 


1/8 


0,9 


0,9 


TpOMGoUMTU 


166 


160 


140 


155 



TpeTMM Kypc OTCponeH b cbh3h c HeMTponeHwei*. 



8.2 BojibHbie , nojiy*jaBiiiwe xHMKOTepanMBD BMecTe c flMKap6aMMHOM 

3KeHmnHa, 51 toa, warH03: paK hm^hhkob, III CTaAMa, 
nojrywjia 1 Kypc xwMMOTepaniw no cxewe Jie^eHun: uMKJio^oc$aH 
600 Mr/M 2 vi KapGonnaTMH 400 Mr/M 2 b nepBbrit aeHb neneHKH . 



JlMKapCaMMH HasHa^ajiM b jxoae 100 Mr eacejmeBHo, HawHafl 3a 5 
RHeui no 1 Kypca XT m 3aTeM b Te^eHMe 21 oth-t rieppioa jie^eHw* 
^HKapSaMMHOM - 26 ^Heft 2 Kypca (Ta6il. 14). 

AHaJIM3 KpOBM KJIMHM^eCKMM, 1 KypC XHMHOTepanitfH C J(HKap6aMMHOM . 



Ta6joma 14 



noKa3aTejib , 

e^MHMUbl 
MSMepeHMH 


flo Ha^ajia 

BBefleHMH 

flMKap6aMMHa 


flo Ha^ajia 
1 Kypca 
XT 


nocjie 

OKOH^aHHH 

npneMa 
flMKapOaMMHa 


nepefl 2 
KypcoM XT 


«0»CyTKM 


5 cyTKW 


21 CyTKM 


33 cyTKH 


JleMKOUMTU 

10 9 /Ji 


5,9 


5,5 


4,7 


4,0 


HeHTpo^MJihi 
IOVji 


4,2 


4,0 


3,3 


2,9 


TpOMbOUMTbl 


170 


164 


160 


158 



2-i* Kypc xMMMOTepanwK npoBeaeH b cpoK no cxeMe jie^eHMH: 
UMKJio^oc^aH 600 Mr/M 2 h KapDonnaTHH 4 00 uv/m 2 oztHOKpaTHO Ha 
28 jxeHh nocjie 'npoBejjeHMfl nepBoro Kypca 

xnMMOTepanMPi+flHKap6aMMH. ^MKap6aMMH Ha3HaHajiM b no3e 100 Mr 
3a 5 nHefc no 2 Kypca m 3aTeM eacejiHeBHo b Te^eHMe 21 rhb . 
06ma* ^jiMTejibHocTb npneMa flHKapOaMMHa (2 Kypca xmmmo t 6p a iimm ) 
52 ma ( T a6ji. 15). 

AHajiM3 kpobh KJiMHM^ecKMM, 2 Kypc xuMKOTepannn . TaGjimja 1 5 



noKa3aTejib , 

M3MepeHMH 


flo Havana 

BBefleHMH 

^MKapOaMMHa 


Ha^ajia 2 
Kypca XT 


nocjie 

OKOHtiaHMfl 

npweMa 
^MKapSaMMHa 


nepefl 3 
xypcoM XT 


28 cyTKH 
nocjie 1 
Kypca XT 


33 cyTKM 


54 cyTKii 


61 CyTKM 


JleHKOUHTM 

IOVji 


4,9 


5,0 


4,2 


4,2 


HewTpo$nnbi 
IOVji 


3,2 


3,3 


3,1 


3,0 


TpOMSoUMTH 


180 


170 


160 


160 



TpeTMM Kypc XT nojiy^eH b cpoK. 
JKeHiuwHa, 75 jieT, warHC-s: paK am^hmkob, III cTa^HH, 
acuMT, nojiy^iuia xmmmo t 6p a nmo c flMKapGaMMHOM no cxeMe 
jie^eHMH: uHKJio$oc$aH 600 itir/M 2 h KapOonjiaTMH 400 miVm 2 b 
nepBHM BeHb jie^eHMH. flHKapOaMHH Ha3Ha^ajin b aose 100 Mr 
eaceflHeBHO, Ha^Ha« 3a 5 raen 1 Kypca XT m saTeM 21 ,qeHfc . 
nepwofl jie^ieHMH ^uKapSaMMHOM - 26 AHeM no 2 Kypca (Ta6ji. 16). 
Ah a ji MS kpobm KJiHHvrqecKMM, 1 Kypc XMMMOTepanwM c flMKapOaMMHOM, 



Ta6jnma 16 



4 

noKa3aTejib, 

e^MHMUbl 

H3MepeHna 


^ flo Havana 
BBejieHPiH 
JjHKapOaMMHa 


flo Ha^ajra 
1 Kypca 
XT 


nocjie 

OKOHtJaHMH 

npweMa 
JlMKapSaMMHa 


riepea 2 
KypcoM XT 


«0»CyTKH 


5 CyTKH 


21 CyTKH 


33 cyTKM 


JleMKOUMTH 

lOVxr 


7,4 


7,2 


6, 6 


5,2 


HeMTpO$HJTbI 

ioVji 


5,7 


5,0 


5,2 


3,8 


TpOMGOUMTHI 


174 


165 


162 


167 



2-m Kypc xMMHOTepanMn npoBOflHT b cpoK no cxeMe jie^eH^: 
UPiKjio$oc$aH 600 miVm 2 m KapGoruiaTHH 400 Mr/M 2 o/jHOKpaTHo Ha 
28 fleHb nocjie npoBeaeHMH nepBoro Kypca 

xHMMOTepanMH+^MKapGaMMH . JjKKapOaMMH HasHa^aroT b jjo3e 100 Mr 
3a 5 jjHeft uo 2 Kypca w 3aTeM eaceaHeBHo b Te^eHwe 21 RH*. 
06man nJTPtTejibHocTfa npweMa EHKap6aMMHa (2 Kypca xuMMOTepanwM) 
52 m* (Ta6n. 17). . - 



Ah a Jin 3 KpoBM KJiHHM^ecKMM, 2 ' Kypc xHMMoa?epannK , TaGjimja 17 









nocjie 




IIoKa3aTejib , 


flo Ha^ajia 


flo Havana 


OKOH^aHMH 


riepe/a 3 


eflMHMi^i 


BBefleHMH 


2 Kypca 


npweMa 


KypcoM XT 


M3MepeHMH 


X(HKap6aMHHa 


XT' 


B^KapGaMKHa 







28 cyTKM 
nocjre 1 
Kypca XT 


33 cyTKM 


54 cyTKM 


61 cy TKM 


JleMKOUHTbT 

IOVji 


7,8 


8,2 


7,6 


7,2 


HeMTpO$HJlU 

IOVji 


5,2 


6,0 


6,2 


5,8 


Tp0M60UKTH 


165 


160 


162 


157 



TpeTwft Kypc nojiy^eH b cpoK. 

fteHiuMHa, 65 jiea?, AMarH03: paK hm^hmkob, IY cTajCMH, 
acuMT, MeTacTaTMqecKoe nopaxeHMe nyno^How o6JiacTM, nojiynnjia 
xMMMOTepanwK) c flMKapGaMMHOM no cxeMe jie^eHMfl: uMKJio<|>oc$aH 
600 Mr/M 2 m KapGonjiaTMH 400 Mr/ m 2 b nepBUM neHb jie^eHMH. 
flMKap6aMMH Ha3HaqaiDT b jqo3e 100 Mr exejjHeBHo, HaqwHaa 3a 5 
flHew jdco 1 Kypca XT h 3aTeM 21 nenb . nepwofl jie^eHHH 



flMKapGaMMHOM - 26 flHeii flo 2 Kypca (Ta6ji. 18) 

AHajin3 kpobh KJTMHMMecKMH, 1 Kypc XHMMOTepanMM C HMKapOaMKHOM 

Ta6jiHual8.- 



noKasaTejib, 
eflMHMUbi 

M3MepeHM« 


Ro Ha^ajia 
BBeaeHMH 
^MKapSaMMHa 


flo Ha^ajra 
1 Kypca XT 


riocjie 

OKOH^aHMH 

npweMa 
JlMKap6aMMHa 


nepeji 2 
KypcoM XT 




«0» CyTKM 


5 CyTKM 


2 1 CyTKM 


33 cyTKM 


JleMKOUMTbl 


6,6 


5,9 


5,5 


5,0 



ioVji 










HeMTpO$MJIbI 

IOVji 


5,0 


4,2 


4,4 


3,4 


TpOMfiOUMTbl 


170 


172 


166 


164 



2-h Kypc XMMMOTepanwM c JJhk ap 6 smmh om npoBOEAT b cpoK no 
cxeMe Jieveuvin: uMKjio$oc<|aH 600 mt/u 2 vl KapGonjiaTMH 400 mi?/m 2 
OflHOKpaTHO Ha 28 aeHb nocne npoBejieHMH nepBoro Kypca 
xnMKOTepanMM+flMKap6aMMH . flptKapbaMi-iH Ha3Ha*jaB0T b nose 100 Mr 
3a 5 nnePL no 2 Kypca vl 3aTeM e*ei*HeBHo b Te^eHMe 21 «hh. 
Obman fljiMTejibHocTb npweMa JjKKapOaMMHa (2 Kypca xKMHOTepanm*) 
52 (Ta6ji. 19) . 



AHaJIM3 KpOBM KJIKHHHe CKHM, 2 KypC XMMMOTepanMK C flHKapOaMMHOM 

Ta6jnma 19 



IIoKa3aTejib , 

eflMHMUbl 
M3MepeHM« 


flo Ha^ajia 
BBefleHMH 
flMKapOaMMHa 


flo Ha^ajia 
2 Kypca 
XT 


nocjie 

OKOHHaHKH 

npweMa 
flpncap6aMHHa 


nepefl 3 
KypcoM XT 


28 cyTKM 
nocjie 1 
Kypca XT 


33 cy t km 


54 

CyTKM 


. 61 cyTKM 


JleHKOUMTU 

ioVji 


5,6 


5,8 


5,7 


5,5 


HeHTpO^HJlbl 

10 9 /ji 


3,0 


3,2 


3,4 


3,2 



TpOMGOUMTfal 


170 


170 


176 


165 


TpeTHH 


Kypc nojiy^eH 


B CpOK. 







8 . 3 CpaBHHTejibHue aaHHtie no reMaTOJiori^ecKoft tokcm^hoctk y 



nauneHTOB, nony^aBUinx xwMMOTepanmo n nojiy^aBiunx mjim He 
nojiy^aBUiwx flmcapSaMMH, npejiCTaBjieHbi b TaSjimjax 20 w 21. 
Ta6jiHua 20. ^Jwcjio (%) 6ojibHbix c reMaTOJiorM^ecKOM 



TOKCPi^HOCTbK), nojiyMaBiimx xwMMOTepanmo 6e3 flMKap6aMMHa 



Bua 

TOKCMM- 
HOCTM 


Mmcjio 
KypcoB 
XT 


deneHb reMaranomHecKort tokcmmhoctm no B03 


0 


I 


II 


HI 


IV 


llt+IV 


JleMKO- 

neHMH 


26 


3 

11,5% 


5 

19,2% 


12 
46,1% 


5 

19,2% 


1 

3,8% 


6 

23,07% 


Heirrpo- 
neHM« 


26 


7 

26,9% 


0 


8 

30,7% 


6 

23,07% 


5 

19,2% 


11 
42,3% 


TpoM6o- 

UMTO- 

neHMfl 


25 


10 
40,0% 


3 

12,0% 


7 

28,0% 


4 

16,0% 


1 

4,0% 


5 

20,0% 



Ta6jiHua 21 . Hmcjio (%) SojibHbix c reMaTOJiorM^ecKow 

TOKCM^HOCTbEO, nOJiy^aBUlMX XKMMOTepanMK) C flMKap6aMHHOM 



CieneHb reMaTo/iorHMecKow tokcmmhoctm no B03 



Bha 


Mucno 


deneHb reMaTonorwHecKoii tokcmmhoctm no B03 


TOKCHH- 


KypcoB 














HOCTM 


XT 














JleMKO- 


77 


6 


18 


43 


10 




10 




100% 


7,0% 


23,B% 


55)8% 


121©% 


0 
IV 


13$% 


HePrrpo- 


67 


21 


12 


23 


5 


6 


11 


newta 


100% 


31,3% 


17,9% 


34,3% 


7.4% 


8,9% 


16,4% 


TpoM6o- 


76 


27 


32 


10 


6 


1 


7 


UMTO- 


100% 


35,5% 


42,1% 


13,1% 


7,8% 


1,3% 


9.1% 


neHHfl 

















nojiyqeHHbie ^aHHbie noKa3biBaioT, ^to jiMMMTwpyromaA 
reMaTonorw^ecKafl TOKCKMHocTb III-IY ct. 6e3 npwMeHeHMfl 
flmcapGaMMHa (TaOjiwua 7) EocTHraeT no jieHKoneHnw Gojree 23,0%, 
HewTponeHHK - 42,6% vl TpoMGowroneHHH - 20,0%. 

B rpynne Cojibheix, noJiy^aiomMX JlmcapOaMMH, yacTOTa 

B03HMKH0BeHMjq JieHKO-, HeHTpO" M TpOMCOUMTOneHMM Gbina 

SHawrejibHO MeHbiue (Ta6jiMua 8) . reMaTOJioiwiecKaa tokcm^hoctb 
yMeHbuiajiacb no 12,9%, T.e. b 1,8 pa3a, HeMTponeHwn - b 2,6 
pa3a, TpoMGouMToneHMH - b 2,2 pa3a. Tskhm o6pa30M, 
npMMeHeHne JlMKapSaMMHa npKBOflMjio k CHi^DKeHMKD Bcex 
nepeyitfCJieHHbix bwjob reMaTOJiori/iHecKofi: tokcm^hoctm. 

Hn?ice npeflCTaBJieHM aaHHbie, noflTBepagjaKwe , mto BBeceHMe 

flMK a p 6 3MMH a He TOJlbKO He CHH^CaeT S^eKTMBHOCTb jie^eHHH 



WTOCTaTM^ecKMMM areHTaMM, a HanpoTWB, HecKOJibKO ycminBaeT 
jlocTHraeMfciM s^eKT, 

3$$eKTMBHOcTb jie^eHMA oueHHBajin b rpynnax naweHTOB 
noane 2-x KypcoB xwMMOTepanMM, KOTopue ne nojiynajw mjim 
nojiynajiM flnKap6aMHH no onncaHHOM Bbiuie cxeMe . OqeHKy 
3$$eKTHBHOCTM npoBOjOMJiM no oGmenpHHHTbiM napaMeTpaM: IIP- 
nojiHan peMnccwfl, yp - vacTwmax peMHccwn, CB - CTaOnjiraauKfl, 
nporp. - nporpeccnpoBaHHe . 

Ilojiy^eHHHe flaHHHe npejqcraBJieHH b TaGjinue 22 . 



TaGjiHua 22 ■ 3$$eKTWBHOCTb Jie^eHKH 6ojibHbix no cxeMe 

UMKJIO$OC4>aH + KapOonjiaTMH C flMKapSaMMHOM 



Tpynnbi 6onbHbix 


Mmcjio 

6o/lbHblX 


np 


HP 


C5 


flporp. 


XwMMOTepannfl 


6 

100,0% 


2 

33,3% 


1 

16,6% 


2 

33,3% 


1 

16,6% 


XnMMOTepannfl+ 
flnKap6aMHH 


15 

100,0% 


4 

26,6% 


7 

46,6% 


2 

13,3% 


2 

13,3% 



npeflca?aBjieHHbie aaHHbie noKa3braaK>T , hvo b rpynne 6ojibHbix, 
nojiy^aBiupix xwMnoTeparono 6e3 flnicap6aMMHa, o6maa 3$$eKTHBHocTb 
jre^eHMH cocTaBuna 83,3%. B rpynne GojibHbix, nojiy^aBiuMx 
xwMMOTepanmo c BBe^eHPieM flMKapSaMMHa, a^eKTMBHocTb neveHvix 
cocTaBMjia 8 6,6%. 

TaKMM o6pa30M, npMMeHeHwe £[KKap6aMMHa nppt jie^eHnn 

OOJIbHblX, nOJiy^aHDIUHX XMMMTepanHiO npMBOflMT K CHMaceHMIO OCHOBHblX 



BHflOB reMaTOJIOTMHeCKOM TOKCOTHOCTM 6e3 YMeHbUieHM^ 

3$$eKTMBHOCTM Jie^eHHfl . 

IIpencTaBJieHHhie Bbniie 3KcnepMMeHTajibHue h kjimhmh e cKMe 

flaHHbie C O^eBHflHOCTbE) flOKa3HBaK)T 3$4eKTHBHOCTb X(HKap6aMMHa 

KaK MHnyKTOpa xtfi^epeHunpoBKM, KOTopaa npoHBJi^eTca b 
CTa6MJiM3auMM pocTa ^M$$epeHunpyK)meMca MejiaHOMbi Mbnuen m 
tiejiOBeKa, b tom wcne h b cjiy^ae OTcyTCTBMH 3$$6ktmbhoctm 
xMMMOTepanMK . 

TaioKe 6bino noKa3aHO, hto BJiM«Hne flMKap6aMMHa Ha pocT 
onyxojiM cB«3aHO c 3a,aepKKOPi npojin$epaTMBHOw aKTMBHocTM 
onyxojreBbix KJieTOK m noBbmieHMeM CTeneHM BM$$epeHUMpoBKn/ b 
qacTHOCTM, MeJiaHHHCHHTeswpyxjmeM cnoco6HOCTM. 

B KJIMHOTeCKMX MCCJieflOBaHH^X BblflBJieHbl CBOMCTBa 

JjMKap6aMHHa 3Ha^nTejibHO yMeHbiuaTb reMaTOJioiwjecKyio 
TOKCMHHOCTb npw jie^eHMH oHKOJior^ecKwx 6ojibHbix npw pa3JIH^HbIX 
cxeMax KOMdnHwpoBaHHOH xwMHOTepariHW. TaK, npvt jieneHHH 
6ojibHbix paKOM hmmhhkob npenapaTaMH ruiaTWHbi, uHKJio$oc$aHOM Ha 
$oHe npMMeHeHUH jiMKapGawMHa, CTeneHb jimmm t up y iome m 
HeMTponeHMM m- TpoMSouwroneHWH CHM^cajiacb b 2-3 pa3a. 
3$$eKTHBHOCTb jie^eHM^ npH stom He CHmcaJiacb . 



